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of translation or transcription or were
minor differences in amino acid se-
quence; other potentially important
differences, such as different glycosyl-
ation patterns or different tertiary
structures, would not cause the drugs
to be considered different unless the
differences were shown to be clinically
superior.

(B) Two polysaccharide drugs would
be considered the same if they had
identical saccharide repeating units,
even if the number of units were to
vary and even if there were postpolym-
erization modifications, unless the sub-
sequent drug could be shown to be
clinically superior.

(C) Two polynucleotide drugs con-
sisting of two or more distinct nucleo-
tides would be considered the same if
they had an identical sequence of pu-
rine and pyrimidine bases (or their de-
rivatives) bound to an identical sugar
backbone (ribose, deoxyribose, or modi-
fications of these sugars), unless the
subsequent drug were shown to be
clinically superior.

(D) Closely related, complex partly
definable drugs with similar thera-
peutic intent, such as two live viral
vaccines for the same indication, would
be considered the same unless the sub-
sequent drug was shown to be clini-
cally superior.

(14) Sponsor means the entity that as-
sumes responsibility for a clinical or
nonclinical investigation of a drug, in-
cluding the responsibility for compli-
ance with applicable provisions of the
act and regulations. A sponsor may be
an individual, partnership, corporation,
or Government agency and may be a
manufacturer, scientific institution, or
an investigator regularly and lawfully
engaged in the investigation of drugs.
For purposes of the Orphan Drug Act,
FDA considers the real party or parties
in interest to be a sponsor.

[57 FR 62085, Dec. 29, 1992, as amended at 64
FR 402, Jan. 5, 1999; 64 FR 56449, Oct. 20, 1999]

§316.4 Address for submissions.

All correspondence and requests for
FDA action pursuant to the provisions
of this rule should be addressed as fol-
lows: Office of Orphan Products Devel-
opment (HF-35), Food and Drug Admin-
istration, 5600 Fishers Lane, Rockuville,
MD 20857.

§316.10

Subpart B—Written Recommenda-
tions for Investigations of Or-
phan Drugs

§316.10 Content and format of a re-
quest for written recommendations.

(a) A sponsor’s request for written
recommendations from FDA con-
cerning the nonclinical and clinical in-
vestigations necessary for approval of a
marketing application shall be sub-
mitted in the form and contain the in-
formation required in this section.
FDA may require the sponsor to sub-
mit information in addition to that
specified in paragraph (b) of this sec-
tion if FDA determines that the spon-
sor’s initial request does not contain
adequate information on which to base
recommendations.

(b) A sponsor shall submit two copies
of a completed, dated, and signed re-
quest for written recommendations
that contains the following:

(1) The sponsor’s name and address.

(2) A statement that the sponsor is
requesting written recommendations
on orphan-drug development under sec-
tion 525 of the act.

(3) The name of the sponsor’s pri-
mary contact person and/or resident
agent, and the person’s title, address,
and telephone number.

(4) The generic name and trade name,
if any, of the drug and a list of the drug
product’s components or description of
the drug product’s formulation, and
chemical and physical properties.

(5) The proposed dosage form and
route of administration.

(6) A description of the disease or
condition for which the drug is pro-
posed to be investigated and the pro-
posed indication or indications for use
for such disease or condition.

(7) Current regulatory and marketing
status and history of the drug product,
including:

(i) Whether the product is the subject
of an IND or a marketing application
(if the product is the subject of an IND
or a marketing application, the IND or
marketing application numbers should
be stated and the investigational or ap-
proved indication or indications for use
specified);

(i) Known marketing experience or
investigational status outside the
United States;
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(iii) So far as is known or can be de-
termined, all indications previously or
currently under investigation any-
where;

(iv) All adverse regulatory actions
taken by the United States or foreign
authorities.

(8) The basis for concluding that the
drug is for a disease or condition that
is rare in the United States, including
the following:

(i) The size and other known demo-
graphic characteristics of the patient
population affected and the source of
this information.

(i) For drugs intended for diseases or
conditions affecting 200,000 or more
people in the United States, or for a
vaccine, diagnostic drug, or preventive
drug that would be given to 200,000 or
more persons per year, a summary of
the sponsor’s basis for believing that
the disease or condition described in
paragraph (b)(6) of this section occurs
so infrequently that there is no reason-
able expectation that the costs of drug
development and marketing will be re-
covered in future sales of the drug in
the United States. The estimated costs
and sales data should be submitted as
provided for in §316.21(c).

(9) A summary and analysis of avail-
able data on the pharmacologic effects
of the drug.

(10) A summary and analysis of avail-
able nonclinical and clinical data perti-
nent to the drug and the disease to be
studied including copies of pertinent
published reports. When a drug pro-
posed for orphan drug designation is in-
tended to treat a life-threatening or se-
verely debilitating illness, especially
where no satisfactory alternative ther-
apy exists, the sponsor may wish vol-
untarily to provide this information. A
sponsor of such a drug may be entitled
to expeditious development, evalua-
tion, and marketing under 21 CFR part
312, subpart E.

(11) An explanation of how the data
summarized and analyzed under para-
graphs (b)(9) and (b)(10) of this section
support the rationale for use of the
drug in the rare disease or condition.

(12) A definition of the population
from which subjects will be identified
for clinical trials, if known.

(13) A detailed outline of any proto-
cols under which the drug has been or

21 CFR Ch. | (4-1-05 Edition)

is being studied for the rare disease or
condition and a summary and analysis
of any available data from such stud-
ies.

(14) The sponsor’s proposal as to the
scope of nonclinical and clinical inves-
tigations needed to establish the safety
and effectiveness of the drug.

(15) Detailed protocols for each pro-
posed United States or foreign clinical
investigation, if available.

(16) Specific questions to be ad-
dressed by FDA in its recommenda-
tions for nonclinical laboratory studies
and clinical investigations.

[57 FR 62085, Dec. 29, 1992; 58 FR 6167, Jan. 26,
1993]

§316.12 Providing
ommendations.

written rec-

(a) FDA will provide the sponsor with
written recommendations concerning
the nonclinical laboratory studies and
clinical investigations necessary for
approval of a marketing application if
none of the reasons described in §316.14
for refusing to do so applies.

(b) When a sponsor seeks written rec-
ommendations at a stage of drug devel-
opment at which advice on any clinical
investigations, or on particular inves-
tigations would be premature, FDA’s
response may be limited to written rec-
ommendations concerning only non-
clinical laboratory studies, or only cer-
tain of the clinical studies (e.g., Phase
1 studies as described in §312.21 of this
chapter). Prior to providing written
recommendations for the clinical in-
vestigations required to achieve mar-
keting approval, FDA may require that
the results of the nonclinical labora-
tory studies or completed early clinical
studies be submitted to FDA for agen-
cy review.

§316.14 Refusal to provide written rec-
ommendations.

(a) FDA may refuse to provide writ-
ten recommendations concerning the
nonclinical laboratory studies and clin-
ical investigations necessary for ap-
proval of a marketing application for
any of the following reasons:

(1) The information required to be
submitted by §316.10(b) has not been
submitted, or the information sub-
mitted is incomplete.
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